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1 

[BMW 2] h A D <h £ \z9WLl&M1fl*:tt 

o. o 1^5 omsr&s tr^s 

[0 0 0 1] 

[0002] mkpl < \*m&K&*mmtm&*iz h 

[0 0 0 3] 

js^^auTViSi:^^^*^ ens, gats 

[0 0 0 4] t^5T, «*ttK«^K:«fc**tt©»W 
Vf £>t\Z> 0 (Life Sciences Serie 



#B!¥6-2 5 6 2 1 9 

2 

al Reviews inTherapeut i c 
Drug Carrier Systems, 8 

(4) , 3 3 1-3 9 4, 1 9 9 1). 

[0 0 0 5] fl»OS«illfiMIIIHiUMfelC«^T 

y7vo 1. 2 8 no. 6 1 9 9 2) h^RI 
D24, 2 5-^tHD7^>BthUW (STD 

hf) \z^T\t&m¥tt&mm^zt&m&*>tix 

\f*&tfi (Pharmaceut ical Reseac 
h, Vol. 7, No, 5, 1990), J8J8*9»£# 
"5 (Pharmaceutical Rcsc 

ach, Vol. 9, No. 1. 1 9 9 2) bfcZtlX 

[0 0 0 6] #S£HjcD%^#£te, «*tt«K:*H-*± 
[0 0 0 7] 

[0 0 0 8] KTfc*«W«A#ttfcRW-r*. 

AD— Xtt, 5 3«Xit)fftfn, ^1^3 4 2. 3 
0 £tfT= tt^CD— -DT, 2^CDD-^;l/3-X^ J e 

^<&JB£"«5S;fc::&tr*T, a, a, 0-|§£\ 

Ktea, a#£LT#ftT£«, hU-AD-Xfc):, 

IT (Adv I mm unopharmaco 1 ogy 
4 14 9-1 5 8 1 9 8 9) , feSWl 

^J<hlT (B i ochem Biophys Act 
a, May 24 1990. 1024 (2), p38 
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(3) 

3 

T (Biochem Biophys Acta, Ja 
n 20 1987 923 (1). pi. 09-1 
5) % S&fc»«R0ft«fcJHfcUT (Arch Bi 
ochem Biophys, Feb 15 198 
6. 245 (1), P 1 34-43) , ^tl^tl^CD®. 

[0009] *«^fc«ssfs^a»Ka-^fflSi«ffl* io 
©a«, ia#*6n*M3iHtt«bftaitfasiip4fc©ti«K: 

<fcoTSfe*#* a«ft4Iii:»bT0. 01X-9 
[ooio] *«ffl^«sftttKa^fflSI»Jffl««J»c*3 

-f >X'J> (Afitt/zififr/ijifift:) , ?)l>*zt>, 
riSfi*;v^e> (v*7hhafcf» , *;u^h->Rtf* 

X>^77'JX ^f^-7xD> 
^J5K*;U^&>Kffi*JP ; E> (LHRH) RZ/Sfl^* (^~ 

» , j*«*jv : e>;Rtti*;i' : e> (ghrh) , 
75i?*->m$m. j«**^>*Hisa^ (g 

RF) , W^igttS^ (THF) , =Pn hnlfvifcaj* 

(TRH) , ACTHIM, -f >XU>«MI 30 

@t (igf) > ^^vh^^ae^Bna^^H (c 

GRP) , itBJtt^-HU^AfiJR^^H* AV^I/y 

(ddavp, gyi/->» . thPUZT 

(4$£A I DS7i?f» . SVI I 1ST; 

CO 0 1 l] iS^*H&tftt»»J, ^Uir^7Jl/b*>, 

»i:AMUh^f>, aayn*-f>. ^-trit 
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4 

^U-fe»J>, Mfc^/tsjis «jBWvv;nfH, x? 

«h7L«b^5>B 3RtfSttfc:*i*>D3, PTH (A 

Co 0 l 3] REafctAtf^^K/^ ; ; fivF 
>, yuKxy>, y;^^y>> t'I/H-Vdx h 

jy-i^ -r>H^^'», ^7xtv-h, 

VRK^HJSA, tfO^v-rtA, 7 3i;i/tf^^, ^7 

[0 0 14] HU^>Rtf 

fc^A^^FithH H> My7x>hF7a>« T> 
-Y >^y* o^7xZ7^>&W WX^> ; triTUJV 

-;k «8X7xHUX -f^^Xh;*!*^ 
^ct^»8^ Hn^y7'nyXrP> (MP A) , 
yoyxrax fXhXfPX XXhU^HK ft 
KT-h^31t^^h\ 7^i/^XfD>;ta7^ 
fc^AfcftSR-f 3:/^5>. 7J^777A, 
^A, ^+1j-if/XA, y7if/U, ^P^l/^A; 
[0 0 15] ft«W«S3Wfci:A«2— >7/-3- 
(1, 4-^fc HD- 1 -7x-iV- (1) -*o*/? 
*fcf^» (4, 3C) -tr^>/-;i^- 3— r^-3 
-t*y-N-7xx^ay^7S K» ; SiBJBaPJfc 
iA^K^y7;WJy>, y^n^X77$ h\ *S^X 

fii7*l/t^yX i®^7 J UtT'fy> 4 JfiRH* 

> ; 

[0 0 16] Rgo^Safei^tfZ-^ir^A, y?3U 
>, ^7i>?nyjk x^;Uvtf>, x-tr;u=*U>, 

7-75y-j3-kHD^y7 # ^8 (GABOB) . 

7* W F (DMSO) . S®7-7>^y>, 7Xtf 
U> ; 

[0 0 17] K7>^7^if-*fetAtf^QA^'J H 
ilt'UF, x^^/^A, F7r>/^A> ^n^TirVt 



5 

A* VlVni*. T)V77VrtJx;mmm*3fMt£Z.\i 

hU7;^oTy>, mmuxt-ja^^y* vw> 

[0018] wfeffimimrctjitfmkxtt* h~<y 
a, ?n)i,**fy>. mmhjv^jv> ; &&nmmm 

U# HA ; 

/AVVf^-;k ^xZ/Wtf^-Jl^HJ^A, /UP 
yaffil HJ^A ; ia^fflS(I^(i:^«^brn^;Hf 
«tK7hat!>, hDfcf;**h\ fc!W*-»;:S 
&&Mfflztx.ttffi&±7TW>, ^07A7i-3 

fift^e;vt:*> is^Mx ^x>g7x>^ 
[0020] ^a^^MiwS^^^v^s^S'S* 

SSSfSttfeStt, MfcT**anT^ 
(affinal*. «a8a«ttft«©a***Vitt-eoj*«(Z) 
[0 0 2 1] *»^t«s«tt«»^ai»Ha«:*Jc:tt 
*fl!V>&ft6!RWEi»W. ^m^J, BMHH* ¥Ut$J> *T 

»LT, 0. 0 0 1 2 0 ©iR^ii^JchL, 

75>-ra»R, xf^>yu3-;i/t7s (2 -7$ yx 
3MPx-t-/» rasm ^x>B£, u-y^/MMfc 7;u 

[0 0 2 2] j»]»lfcfctAtf^2/*a)««IK*»8»tf 
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5 

Xtt^ffifclK&ffi ; HfHMKfci:*.li3 a, 12a-y 

'J?A, ^Un^t^n-JI/K^MJ^A, 
t*->a-^BthU9A, 3a, 7a, 12a-h'J 
tFo + y-5 3-35>M, n^>®^h'J^A, 
^■J3D7>BI, ^^pr3^>^h'J^A ; 
[0 0 2 3] «OJHl»ttafctAtf»*=> (eh 

^ttfflfe <t a tf # u **zsx?- uy-v-^vv ;vx- 

i0 (BL-9) Xtf5Rtt>f *>*iB»gttfflfci:*tf 

(3- [3~n;V7^ HT'P^V-y/f^^xt 
1 -^D/OXJl/7^t- h) ; 7->^>KRtX-ta)B 
»#&W«^ I >D2 4 I 2 5-^kHD7y^>et 
hU^A (STDHF) ^'J^2 4, 25-^fcK 
P7yy>8thUOA (SGDHF) ; 
[0 0 2 4] »J\/#X7 7f HfcWtfUr/*X7 7? 

u >r tf#ic l — a — U V*x 7 r^v^n u 
/-/k ^nn^i/>/-;k J®{b^>if;unx^A, * 

[oo2 5] *<Dmz77sZvv\*>m. m&femsm 

- 7 ^ ;ux^ >B3S#fc )Vi3)V~ 
^y. ?Ou<l)\,ti)V~7>, jfrx^r^/P^Px^ 

-h^a:^^> ? x^l/>^+^^^l/>^D^-h ; 7 

if->^o7;u*>K*#>5:iAtf l- (2- (^->;i^ 

30 X^;U7lf->^D^>^>2-^> (J£TF> HPE 

- 1 0 1 £IB&fBT£) 1 - n - Y^isfrTVi/Z 
D^> ; it®7;i/^>X^7^^-h ; «*S:1 5 

-ho 

[0 0 2 6] cn60)»iKlSJl»9tt-a*fett— SK± 
4? 0. 0 1 %-5 0X©ISITE&)6S3 

vji/f>i?± h u ^a> #^*tfen-s. -ecote, ¥Ut 
50 ft. &fc*BM£UT»M3n«»fri;:«;, 1*»J^© 
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(5) 

7 

^;tH-h> *U^*>x^l/>SlbtT^i (H 
CO-6 0fc£)> ^n^5 h>*^>yu^;VU^>R 

73 ^>7hU7!/-;m»#, ^ 

U^a, h37xD-;k fttf*©xxy-A'R»#* J 
>, FD+^7XV-;k t e r t -^;wt 

- 4 — f v ?n \Dv<>v>mtmtf ens, a? 

[0 0 2 7] **WJC*^T, hW\P-X^» 

[0 0 2 8] KTfc, hW\n-X©5M»<£«&;££, 

fro fc-f > tftfaifc t-t 
[0 0 2 9] CB«#83 

iff® 

HI. 2©J|JM1 0 0mg/kg"C«AW(Cl8!^b 

i 2 o»vt\z* ^m^mthur^ jkmotmuh 

(S EM) MUHimffS^JRIC^D. *tHbfc»*IW 

(a 2 *llfi«l, 2;fe«fcC«£«0Jl. 2#RH) o 
[0 0 3 0] 1 
7|JBEjS**A 9 5 Omg 

h l/AD- X 5 Omg 

-r >xu> 

hU-AD— X 

(J£4TBL-9<hllS§3T*) 
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8 

[0 0 3 1] HJS01I2 
ltffiuAAMB 9 5 Omg 

M^/\D— X 5 Omg 

[0 0 3 2] Jt«EWl 
TfrlfoftAgA 1 0 0 Omg 

[0 0 3 3] Jttt0S2 
rfTHg/aAUB lOOOmg 

[0034] ii hWM3— x<Dmm\z&z>ytw.mm 

10 0mg/kgO8«T«»^ ^ifS^J3-8R 
ZSitMtm3. 5-1 KD§I^10 0mg/kg^) 

b) mbmmm&<Dmm*mii>rc a 

[0 0 3 5] a) 1R1R&m&lZk<DWm:mMW 3-6 
»tfJttt«3-9oft*adS4fj*!B:#«> 0, 5, 15, 
3 0, 6 0> 12 OSHCJRjfiLfcff^ Jfitfg+SOI^-X 
L£. KR4iil9t«a. >X U > <Z>ISS2!( 

w >x u <Dihmmztt'Tz>&&5-m<Dik 

[0 0 3 6] b) frttmmm&OWffi : KKfta) KJ3 
V>T, 1 2 0»<©«lfil*»Afe«, I OTfrttfcUPCTW 
ffiLfc 0ft 2 ^S6^3~8^<fc^itK*!13, 5-11 

[0 0 3 7] SiJ6#!3 





8mg 


h — X 


5 Omg 


HP E— 1 0 1 


2. 5 mg 


yy^U^R^rtUOA 1 Omg 




9 2 9. 5mg 


[0038] mam 4 




r >xu> 


8 mg 


h W\n— x 


1 0 Omg 


HPE-101 


2. 5 mg 


^U^U?>i^*'J^ 1 Omg 




8 7 9. 5mg 


[0 0 3 9] H*S^5 




-r>xu> 


8 mg 


h k/\D— X 


2 0 Omg 


HPE-10 1 


2. 5mg 


^»J^U^>«v*U^A 1 Omg 




7 7 9. 5mg 


r 0 0 4 0] Si*&flj6 





8mg 
5 Omg 
— : t)V 5mg 
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(6) 



10 



[0 04 1] mmmi 

BL-9 

[0042] %nms 

hl/AD-X 
BL-9 

[0 0 4 3] Jfctfcfli3 
[0 0 4 4] Jt&GH 

ox g > 



8mg 

1 0 Omg 

5mg 

8 8 7mg 

8mg 

2 0 Omg 

5mg 
7 8 7mg 

10 0 Omg 

8mg 

9 9 2mg 
-f >X >J > 

BL-9 



[0049] tmm9 



co o 5 1] tmmi i 



9 3 7mg 
* [0 0 4 5] ttXfflS 

HPE-1 0 1 
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8mg 
2. 5mg 
1 Omg 



[0 0 4 6] tttme 

BL-9 

[0 0 4 7] JtlfcW7 

BL-9 

* [0 0 4 8] JtK^8 
8mg 

•y^Dr^Xh'Jy 5mg 
5mg 
9 8 2mg 



[0 0 5 0] ttttfll 0 



[0 0 5 2] C&£] 



>X U > 8mg 
v k H P^y tf;i/- ^ - nf *X h U > 1 Omg 

BL-9 5mg 

£S:fttfcK 9 7 7mg 

^>XU> 8mg 
>>h H P^y^P tT;l/- j3 - MJ > 2 Omg 

BL-9 5mg 

£3£*£# 9 6 7mg 

-f>XU> 8mg 
vfcHn^'>^ , Dtf;U-j3-->^n7 :: 4 1 Xh'J> 4 Omg 

BL-9 5mg 

£3ifttt* 9 4 7 m g 

2 RtfS 1 - 4 fcjft-T. [* 1 ] 

» 1 



9 7 9. 5mg 

8mg 
5mg 
9 8 7mg 

8mg 
1 0 Omg 

5mg 
8 8 7mg 



mm 


& tt US CD 4* fil 


0 




i 




2 




3 


JMMfcJL&tt»*<ifi« LT l » * 


4 




5 
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11 

[0 0 5 3] 

m 2 









0. 2 


^ifef*12 


0. 4 


HifeW3 


0. 6 




0. 2 




0. 2 




2. 5 




1. 2 




1. 1 




2. 2 




1. 8 




U 




1. 3 




2. 8 




2. 3 




3. 0 




3. 1 


immi o 


0. 5 


ifc&eu 1 


1. 2 



[0 0 5 4] CfWfl] TffRE^*jl!A&rXr&iEjS**BO 

BtiWi»fflft*«T$«-fc (»2, SSNMK 2£tt*M 

1, 2t©J#it) . »««JI«li:LTHPE- 1 0 IS 

2, MM 6 ~ 8 MM) a L^fc> 2 0XSiOUTfcfc 



1#M¥6- 2 5 6 2 19 

ofc «2, *M«7Xtftf««7M!B) • #PB¥4- 
2 3 5 9 2 7«^£ft*ttmttfittffl0>5;t: KD+ 

tt, Ut2 %oasHn«WTW»lt*©i£T^Ba& 
(St 2. ttAM9. l 0MM) -entHKHcSMX 

ffiaas^ifeten^^^Bd&nfc (H4#i) . c 

«:tWW!l/ft. HPE- 1 0 

[0 0 5 5] 

[HI] H P E - 1 0 1 <ZM U >jB#RJKffiJSS»* 
[{212] >«»RiR{Sa3»*»C#f 
[H 3 ] BL-9M>X'J >ft*EKffiit3»*fc*f-r 
[H 4 ] B L - 9 <0-f >X U >«*«ttffii!34*fc2rr 
« 

HI : +Jt«M3 
□JUM4 
OJt*M 5 
VMM 3 
AMM4 

i2 : + Jfc*M3 
□Jt«M4 
Vifc&#J 6 
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13 



03 : 
□Jfc«0»J4 



<&m*f6-2 5 6 2 1 9 



14 



04 : +Jfc&0>l3 

oitesesj i 
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